practice which is primarily sexual. About half of the extragenital chancres occur in and about the mouth and anus through kissing or by some mode of sexual play or perversion. 3 It is yet unproven whether the causative organism can penetrate the unbroken surface of the mucous membranes in human beings, or whether a break in the continuity is essential for infection. 4 From the moment of entry of the causative organism of syphilis-the treponeme pallida-there is a rapid multiplication of organisms at the inoculated site; where, after an incubation period of from ten to ninety days (usually twenty-one days), a "sore" appears, and shortly afterwards the appearance of painless rubbery enlargement of the lymphatic glands of the groin. The organisms, too, enter the blood stream from the site of the inoculation, and in turn leave it for the more favourable environment of the tissues. All tissues are probably invaded, but lesions develop in those that are more favourable for growth and residence than others: i.e., mucous membrane of the mouth, eye, and nervous system in particular.
After six weeks all this culminates in a secondary outbreak with its great diversity of lesions. All these lesions teem with the causative parasite of syphilis, but there is little or no destruction of tissues. These secondary manifestations, if untreated and the course of infection uninfluenced from without, do heal spontaneously. These secondary lesions, depending on their intensity and type, persist for days, weeks, or months without any residual permanent scars. Active become exquisitely an inactive chronic infection: latent syphilis then develops without symptoms or signs. This is ACUTE SYMPTOMATIC SYPHILIS.
One is accustomed to think that the establishment of syphilis is always heralded by the development of the chancre, but it is quite evident that this does not always occur.
A considerable number of persons acquire syphilis without ever exhibiting signs or experiencing symptoms of the acute stage of the disease. How often is the neurologist in interrogation of patients with tabes pariesis confronted with no history of initial lesion. It may be so trivial as to pass unnoticed. Unfortunately, to date the exact mechanism which operates in this ASYMPTOMATIC ACUTE SYPHILIS is entirely unknown.
For some time it has been the clinical impression of many of us that patients presenting themselves with Late Syphilis could give no history of syphilis (30 per cent. of men and 60 per cent. of women). This may be due to:-(i) The average patient is often thought to be an inevitable liar and unreliable witness. This is certainly unwarrantable, and more often than not is due to the manners and methods of the interrogator. (ii) The initial lesion may be wholly insignificant-a mere abrasion, hidden cervical or intra-meatal chancre, the transient roseolar rash, tiny painless mucosal lesion. These may have escaped the patient's notice. (iii) The presence of coincidental Infections, gonorrhoea and syphilis. From examination of many thousands of case cards of army patients presenting themselves for a final test of cure of gonorrhoea, this has been found only in 1.5 per cent. It is naturally very important to recognise this type of acute syphilis, as these cases are a danger both to the individual and community. They form large unrecognised reservoirs of syphilis capable of spreading infection as potent carriers of disease. In this way infection too is spread very surreptitously by direct sexual contact in the thus fully ignorant and by women to their offspring.
Keller and Nevasquez, in a series of examinations of cases of the cardio-vascular and neuro-syphilitic manifestations of late syphilis, found 50 per cent. of the cases gave no history of prior acute lesions.
ACUTE ASYMPTOMATIC SYPHILIS depends upon
(a) The amount of infection: experimentally there is evidence that the initial lesion does depend upon this. Whether or not it can apply to humans is another matter. (b) Syphilis appears to be more violent in adolescents and the elderly than in young adults and middle-aged persons.5 Certainly congenital syphilis is commonly fatal in young infants.6 So, too, the incidence of asymptomatic congenital syphilis is much lower than acquired syphilis. It has been my clinical impression that the very young and elderly lose the power to suppress the acute manifestations. Moore has pointed out that the chief difference between early congenital manifestations and those of acquired syphilis are quantitative rather than qualitative. 7 The visible clinical signs are of a secondary designated type, with the addition that the infant exhibits signs of visceral involvement and severe toxaemia. The very young and very old appear to lose the capacity to suppress acute manifestations of syphilis.
(c) Asymptomatic acute syphilis is twice as common in women as in men.
Certainly not one-half of the women developing late syphilis give a history suggestive of the acute disease. Is it not, too, the common experience of many clinicians that twice as many men as women attend any out-patients' department or clinic with acute syphilis.
This, of course, may be attributable to pure differences in the anatomy of the For some considerable time much controversy has raged as to what is the best method of administration of treatment. Reference will be made later to the modes employed at present, but unfortunately, there is neither time nor space to discuss the merits or demerits of individual methods. It will be readily agreed that early syphilis is most highly infectious in its first days of occurrence and when the blood result is negative. Therefore, there is no relation between actual potentiality of infectiousness and blood reaction results. In patients with muco-cutaneous relapses, there is by no means so universal a serological positivity as is found in an established outbreak of secondary syphilis.
Nowadays these results depend upon the sensitivity of the particular test employed, if not upon the actual serologist who undertakes them.
In late syphilis, irrespective of its type, ancd in those of more than four years duration, 95 per cent. of all blood reactions are positive, but such patients are far from infectious. This latter fact has led many hygienists and legislators into tragic errors and hasty conclusions both as to individuals and masses of people. The clinician, in full consideration to these points, should then discuss fully and frankly with those patients in whom an established diagnosis of syphilis has been made. It is advisable to deliver explicit instructions to all patients suffering from syphilis in all its phases. These instructions should be divided into those with less than five years infection and those with more. In the former no sexual intercourse should be allowed for six months. It may be permitted with a protective sheath, provided that the patient is still undergoing treatment. Attention should be also directed to the minor details of household contact, i.e., use by other persons of the articles which the patient is using. In those with a late syphilitic infection-it all depends 55 upon whether the partner is infected or not. If he or she is infected, then the use of mechanical protection is obligatory. Household contact is not to be feared.
THE CURE.
The second question in the consideration of the subject of this paper is the "cure." This should be viewed from both the physician's and the patient's viewpoint. Current literature in the lay press has done much of late to belittle the effects of treatment and further raise a hazard in the confused minds of the patients. The effect of treatment has been definitely understated bbth here and in the States. This is wrong and harmful.
The cure from a syphilogist's point of view should be:
(1) To become and remain symptomatically well for life.
(2) To be incapable of transmitting infection to othefs. (3) To become and remain serologically negative in both the blood and spinal fluid. From our point of view it is as well to examine the meaning of these. In (1) and (2) the acme of 'cure' from our point of view is, that the patient becomes and remains well, as far as luetic infection is concerned, for the remainder of his or her life, and is incapable of transmitting the disease to others. It is possible to obtain this 'status-quo' without eliminating the last remaining parasite. Often patients may be symptomatically and signically free from all traces of disease and non-infectious, yet still retain a positive serology in the blood or fluid or both. Whereas in (3), this means that both blood and spinal fluid become and remain persistently negative from the commencement of treatment until the end of life. Manv patients do retain foci of syphilitic infection in their bodies, clearly evidenced by subsequent relapse, yet achieve serological 'cure.' Much depends, too, upon the sensitivity of the serological test and its modifications. This latter is and has been of great concern to all serologists. Colonel L. W. Harrison and Brigadier T. E. Osmond have done much to clear up the doubts which exist in the minds of us all who are concerned with syphilotherapy.1l
The cure from the patient's angle and his question will surely be: Thirdly, each and every patient must resign himself to periodic medical inspection for the rest of his life at one-, two-, or five-yearly intervals. To some patients this comes as an additional and almost unbearable shock-unless tactfully approached and the necessity of such clearly explained. Segregation of facts and figures presents a better picture than it would seem. There are, of course, varying requirements for various types of the disease. It is my personal ritual that after completion of adequate treatment, the patient is submitted to full clinical, X-rays, and serological examinations undertaken by independent observers. If, then, findings are satisfactory, he is instructed to report each and every three months for the first year, and afterwards at one-, two-, and five-yearly intervals to some reputable syphilotherapist. In order that he may find his yearly date of necessary overhaul easy to remember, I request him to make this attendance the day before or after his successive birthdays.
In the light of common sense, the complexity of prognosis may be viewed from the angle of the actuary, pathologist, and serologist. These are, of course, only of academic interest to our colleagues and ourselves. From a clinical viewpoint a great deal of inaccuracy, which makes syphilis the cause of death, is probably due to the unwillingness of the patient's doctor to disclose the cause of death as syphilis, lest it may produce publicity and wound the feelings of sorrowing relatives or jeopardicse insurance claims.
As ferreted out by no less authority than Sir William Osler, many of the inaccuracies which have occurred in the statistics available are due to this. 13 Many observers believe that irrespective of more effective control and adequate treatment, it still ranks in the group of the four great 'killer' diseases :-cancer, tuberculosis, and pneumonia.14 Many statisticians have stated definitely that syphilis creates in the human body a triple hazard, in that (a) an unfavourable outcome may occur; (b) there is the possibility of a fatal reaction to treatment; or perhaps (c) lowered resistance to other diseases. From analysis of many thousands of cases, both in the army and civil practice, I am little impressed that (a) is a potential danger factory. VWhereas in (b) it must depend largely on the stage of infection. I assume, I am safe in saying clinical opinion, if not impression, may lead one to believe that syphilis does add considerably to the risk of direct or indirect resistance to other diseases. A classical example is the tremendous incidence of infective hepatitis in those undergoing arsenical therapy.
I have refrained from any discussion of the prognosis from the pathologist's attitude, 'as I feel there are others better able to do so than I am. But I feel strongly that in the absence of other clinical stigmata, it is entirely wrong to view syphilis from the serological standpoint. Often has it been found that persistent clinical and pathological activity does occur, with progression, in the face of 57 negativity in all serological tests. Many patients, too, go through life with permanently persistent positive serological tests without other evidence of infection. In some, or maybe in many, no amount of treatment does or will alter this.
WHAT DOES THIS MEAN?
Does there exist foci of infection and active lesions somewhere in the body? Or does the blood-test remain positive after all lesions are healed and last treponeme pallida vanished? An expression parallel to the expression of immunity after the eradication of the infection in typhoid, when a positive Widal reaction persists.
To date, the question has been unanswered. Chesney and his co-workers have done much to add to the possibility of the latter.15 Many patients can and do go through life with no other clinical evidence of syphilis than a positive blood test.
This may provide the patient with a healthy optimism as to ultimate prognosis, but it is not intended as a suggestion that the disease should be allowed to pass untreated.
If you rely on the findings of serological blood tests, then adequately treated early is nearly always curable, but late syphilis rarely so.
Finally, to consider the probable results in event of
A.-UNTREATED CASES.
Acute syphilis, once it obtains entry into the human body, is a progressive disease, but it is rarely lethal per se, but occasionally disabling. In the acute stage, the patient is a menace to his or her fellow-creatures by transmission of his infection; 25 per cent. will eventually die or become incapacitated by the disease; and about 12 per cent. will develop benign active syphilis. The remainder will experience no personal menace. This should not be allowed to influence the patient nor herald undue optimism in his or her mind. (1) Alternative block method, by which arsenic and bismuth are given concurrently for eight or ten weeks for a period of twelve to eighteen months. (2) Overlapping block method, in which arsenic' and bismuth are given concurrently for two or three weeks at the end and beginning of each successive course. (3) Concurrent method-Massive intensive therapy, in which the whole necessary dosage is administered in a period of days or weeks. At present it is claimed by certain therapeutists, both here, in the States, and Canada, that this is the method of choice, as it reduces the incidence of infectious relapse to vanishing point. 18 After all, infectious relapses lesions are inevitable in 1 per cent. of all patients, irrespective of (a) how much treatment is given, or (b) of what nature, as has been clearly shown by Paul Padget.19 What is considered to be adequate treatment, irrespective of the method used? It appears it must necessarily embody the following principles:
Firstly, the minimum duration must vary immensely with the degree of the disease present.
Secondly, the maximum amount of the drug must be concentrated by the minimum time.
Thirdly, it must attain a definite level of therapeutic efficiency.
Moore states: "It is unfortunate that no method exists by which the probable cures after small amounts of treatment can be picked out either before or after treatment. This hiatus in our knowledge is responsible for the undoubted fact that some patients receive and accept much more treatment than is absolutely necessary for them. '20 Lloyd Jones and Maitland2l have enunciated that by employment of the daily quantative serum test, these cases can be separated out in the early stages of acuteness of the disease.
To date it is impossible, except p,erhaps by the means of the D.Q.S.T. or KolmerWasserman test, to discern how much is adequate treatment.
It is still my impression that therefore, in order to treat all patients adequately, some must be treated to a degree beyond the limits of bare necessity. By examination of many hundreds of cases, it is apparent that:
(1) Sero-negative early syphilis should receive nine to twelve months regular treatment.
(2) Sero-positive early syphilis should receive treatment for at least fifteen to eighteen months. From examination of much material, the relative risks of fatality from treatment are one in two thousand.
Full examination undertaken on the above-mentioned lines may avoid in patients with late syphilitic lesions (1) Death as a result of a single injection, due to coincidental heart disease; or (2) The conversion into a chronic invalid one in whom there is the presence of nephritis. It is possible also to set up a "base line" to prevent the possible progression of infection in after years.
Is not progression always to be feared itt late syphilis?
I am convinced it is a hazardous procedure to form and estimate the prognosis of late syphilis. It is assumed that the best outlook one can attain in this stage of syphilis is symptomatic arrest and the prolongation of the expectancy of life. No more, but perhaps less. If full examination of the patient's physical examination has been undertaken properly, realisation of the presence or absence of lesions of the cardio-vascular or central nervous system is accurately ascertainable. If these are present (and they are frequent associates of late syphilis) they call for the greatest caution on the part of the therapeutist. In some cases they may be below the threshold level of clinical detection, and these form the most fascinating "will-o'-the-wisps" of syphilotherapy. All untreated patients enter a period of undeterminate length after subsidence of all symptoms and signs of acut.e early syphilis.
This period is usually of seven years duration. In it there are no outward signs, and the presence of syphilis is often only recognisable by the presence of serological positivity. It appears that the concensus of opinion is that these small children can be given arsenic, provided that it is administered in graduated minute doses.
The drugs of choice are sulpharsenol, mercury, or bismuth. From a series of statistics examined, the concensus of opinion is that these infants require at least one year's combined therapy. Whereas in late congenital syphilis it must be remembered the acme of the cure can only be symptomatic arrest and maintained good health. All treatment is based on these lines. Lesions of cardi.o-vascular and central nervous systems are rare complications. Twelve months appear to be sufficient, and the prognosis is better when latency is firmly established. The drugs which prove most effective are those trivalent arsenicals used in the treatment of acquired adult syphilis. Bearing in mind the frequency of asymptomatic acute syphilis in the female sex, the prevention of syphilis in pregnancy depends upon early routine treatment, with the repeated use of Wasserman reaction in each and every subsequent pregnancy. Once the diagnosis is established, energetic adequately planned treatment must always be undertaken. This indicates, as pointed out by Ingraham,25 that congenital syphilis is a preventable disease.
In conclusion, it appears that the chief concern should be to determine for the patient his outlook and the probability of the development of the serious manifestations in the infections called 
